When only one functional Smad1 or Smad5 allele is present, the embryos die around E12.5-E14.5 due to cardiovascular and lymphatic defects. These embryos have severe bleedings and lymphoedema. Histological analysis demonstrates that blood vessels and, especially, lymphatic sacs are enormously enlarged.
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Altogether, these data demonstrate that Smad1 and Smad5 are essential for angiogenesis and lymphangiogenesis. 
